WHILST depression of the PHA response in chronic lymphatic leukaemia (Smith, Cowling and Barker, 1972 ), Hodgkin's disease (Trubowitz, Masek and Del Rosario, 1966) and other malignant lymphomata (Papac, 1970 ) is now well established, the change in non-lymphoid malignancies remains in doubt. Most reports indicate that a similar depression occurs in the non-lymphoid malignancies (Silk, 1967; Ducos et al., 1970; Whittaker, Rees and Clark, 1970; Hann and Takita, 1972) but there are conflicting data indicating that the response may be normal (Robinson and Hurvitz, 1966; Sutherland, Inch and McCredie, 1971; Nelson, 1969) . Ducos et al. (1970) have stressed the importance of performing transformation studies with more than one dilution to produce the best differentiation between cancer and control patients. Fitzgerald (1971) has emphasized the need to determine dose-response curves for phytohaemagglutinin in the routine investigation of patients with suspected immune deficiency. In accordance with this view, the whole blood microculture technique was used to determine the dose response curves in patients with carcinoma of the large intestine and healthy controls.
Twenty-one patients aged 39-81 years suffering from adenocarcinoma of the colon and rectum were studied. Age matched control patients were obtained from pre-operative surgical patients in whom there was no evidence of malignancy. All studies were performed before any surgery was undertaken, as there is evidence suggesting depression of the lymphocyte response after surgery (Riddle and Berenbaum, 1967) . Patients receiving drugs known to depress lymphocyte transformation, such as steroids (McIntyre et al., 1969) and cytotoxic drugs (Hersh and Oppenheim, 1967) , were excluded from the study.
On the day of the experiment at 12.00 hours 10 ml ofwhole blood was obtained by venepuncture from the cancer patient and and age matched control. It was not always possible to match the patients for sex as well as age but this was attempted when possible. The blood was placed into sterile tubes containing 400 units of preservative free heparin (Boots Pharmaceuticals).
The culture technique was modified from that of Junge et al. (1970) . Blood was added to medium 199 (Wellcome) containing penicillin, streptomycin and neomycin supplemented with 20% pooled human AB serum to give a final concentration of 2 X 105 lymphocytes per 5 ml volume; 5 ml aliquots were dispensed into 115 X 13 mm disposable plastic tissue culture tubes (Nunclon-Sterilin). Phytohaemagglutinin was then added in 0*1 ml volumes at the following doses: 3000 ,ag, 1000 jag, 100 ,ug, 10 ,ug, 1 jag and 0.1 jug (Wellcome). Tests were performed in triplicate at all doses and 3 control tubes containing no PHA were also set up. The tubes were incubated in air, vertically and stationary at 37°C for 5 days. 0 15 ,uCi 14[C]thymidine (specific activity > 50 mCi/mmol) was then added to each tube and the cells incubated for a further 24 hours.
At the end of the labelling period the cells were filtered on to glass fibre filter discs (Whatman) Silk (1967) and by Garrioch et al. (1970) . The latter mechanism seems most unlikely in this study as the amount of plasma incorporated into each tube is very small indeed compared with the total volume of tissue culture fluid and pooled serum. However, the possibility remains that cells may be " precoated " with the inhibitor, thus blocking the PHA receptors. The data of Al-Sarraf, Sardesai and Vaitkevicius (1971) and Golob et al. (1969) suggest that the inhibitory effect of cancer serum is likely to be nonspecific and can be observed in any allogeneic plasma. Against this view is the presence of serum inhibitory factors in other conditions (Gatti, 1971 
